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Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q1 ; Indication for Surgery

Q1 ; Which FIGO stage of CC do you (or your country) consider
appropriate for Radical Hysterectomy (RH) ?

Al ; Please choice suitable FIGO stage for RH;

(FIGO2018)
IA1 - IA2

IB1 - IB2 - IB3
ITA1 - IIA2 - IIB

ITIA - ITIB - IIIC1r - IIIC2r
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KGOG, CGCS, JGOG may choice RH
for (a part of) stage II/III



Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q2 ; Surgical Approach and Pt. selection

Q2-2 ; Which surgical approach is most often used for RH?

A2-1 ; Please choice approach;
1. Laparotomy
2. Laparoscopic
3. Robotic



Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q2 ; Surgical Approach and Pt. selection

Q2-2 ; Which surgical approach is most often used for RH?

A2-1 ; Please choice approach;
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MIS is often chosen, especially in
Korea.



Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q2 ; Surgical Approach and Pt. selection

Q2-3; Do you treat your patients with NAC before RH?

A2-3 : Please choice;
1. Yes
2. No



Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q2 ; Surgical Approach and Pt. selection

Q2-3; Do you treat your patients with NAC before RH?

A2-3 ; Please choice; KGOG1 KGOG2 TGOG CGCS JGOG
1. Yes 1
2. No 2 2 4 2

Only TGOG use NAC in practice
(in clinical trial at Taiwan)



Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q3 ; Adjuvant Therapy

Q3-1; What adjuvant therapies are often used after RH ?

A3-1 ; Please choice;
1. (Chemo)Radiotherapy
2. Chemotherapy



Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q3 ; Adjuvant Therapy

Q3-1; What adjuvant therapies are often used after RH ?

A3-1 ; Please choice; KGOG1l KGOG2 TGOG CGCS JGOG
1. (Chemo)Radiotherapy 1 1 % - ;

2. Chemotherapy

In Taiwan and Japan, chemotherapy
appears to be an option for
postoperative treatment.



Current Status of Cervical Cancer(CC)Treatment Strategy

in Each Country Q4 ; Chemo Agents

Q4 ; Which chemotherapeutic agents are covered by insurance for the
treatment of CC pts. in your country?

A4 : Please choice drugs;
Cisplatin
Carboplatin
Nedaplatin
Paclitaxel
Docetaxel
Irinotecan

. Topotecan
Gemocitabine

. Bevacizumab
10.Pembrolizumab
11.0thers

LONOUIAWNE
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:  NDC 61755-008-01

What is the approval status of ICIs
for cervical cancer in your country?
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DISCUSSION (1)

What is the approval status of ICIs for
cervical cancer in your country?

1. Neo-adjuvant
2. Locally advanced
3. r/m chemo-naive (15t line)

4. r/m chemo-resistant (2" line or later)



DISCUSSION (1)

What is the approval status of ICIs for
cervical cancer in your country?

CJGo6

3. r/m chemo-naive (1st line) ; Pembrolizumab with TC/TPE£BEV

4. r/m chemo-resistant (2" line or later) ; Cemiplimab-mono



KEYNOTE-826 ; Pembrolizumab + chemotherapy

for r/m cervical cancer (chemo-naive)

KEYNOTE-826: Randomized, Double-Blind,
Phase 3 Study

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+

Key Eligibility Criteria Paclitaxel + Cisplatin or Carboplatin IV Q3W
. . for up to 6 cycles?
» Persistent, recurrent, or metastatic

+
cervical cancer not amenable to Bevacizumab 15 mg/kg IV Q3W
curative treatment

* No prior systemic chemotherapy

. : 4 Placebo IV Q3W
(prior radiotherapy and for up to 35 cycles
chemoradiotherapy permitted)

*« ECOG PS O or 1

EY
Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 13 mg/kg IV Q3W

Stratification Factors
» Metastatic disease at diagnosis (yes vs no) End Points
« PD-L1 CPS (<1 vs 1to <10 vs 210) * Dual primary: OS and PFS per RECIST v1.1 by investigator
+ Planned bevacizumab use (yes vs no) * Secondary: ORR, DOR, 12-mo PFS, and safety

* Exploratory: PROs assessed per EuroQol EQ-5D-5L VAS
#Paclitaxel: 175 mg/m2. Cisplatin: cisplatin 50 mg/m2. Carboplatin: AUC 5 mg/mL/min. The 6-cycle limit was introduced with protocol amendment 2, although participants with ongoing clinical
benefit who were tolerating chemotherapy could continue beyond 6 cycles after sponsor consultation.

CPS, combined positive score (number of PD-L1—staining cells [tumor cells, lymphocytes, macrophages] divided by the total number of viable tumor cells, multiplied by 100);
PROs, patient-reported outcomes; VAS, visual analog scale. KEYNOTE-826 ClinicalTrials.gov identifier, NCT03635567.




PFS

B Intention-to-Treat Population

Progression-free Survival (%)
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N.Colombo et al, NEIJM 2021
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EMPOWER-CERVICAL1 ; Cemiplimab-mono

for r/m cervical cancer (chemo-resistant)

EMPOWER-CERVICAL 1/GOG-3016/ENGOT-CX9 STUDY DESIGN*
(NCT03257267)

Recurrent and metastatic cervical . Cemiplimab 350 mg Primary endpoint: OS
cancer resistant to platinum- - Q3W IV -
based chemotherapy =22™ line Secondary endpoints:
ECOG PS =1 PFS, ORR, DOR, safety, QoL
IC chemotherapy

Options: —xploratory endpoints

¢+ Pemetrexed 500 mg/m? Q3W IV
N=608: 4_77 SCC, 131 AC ¢+ Gemgcitabine 1,000 mg/m? |V on Days 1 and 8 and every 21 days
Ranqomlsed 11 + Topotecan 1 mg/m? daily IV for 5 days, every 21 days ( \
Stratified by + Irinotecan 100 mg/m? |V weekly x 4, followed by 10-14 days rest + Two interim analyses were
« Histology (SCC/AC) + Vinorelbine 30 mg/m? IV on Days 1 and 8 and every 21 days

prespecified per protocol

= Geographic region o ]
« Prior bevacizumab (Y/N) Treat up to 96 weeks with option for re-treatment + At first interim analysis, IDMC

- ECOGPS(0vs 1) recommended trial to continue

Tumour imaging conducted on Day 42 (£7

+ At second interim analysis
days) of cyclest 1-4, 6, 8, 10, 12, 14, and 16
oot led reqard ye)of cy / (85% of total OS events), IDMC
atents were enrolied regardiess recommended trial be stopped
of PD-L1 expression

early for efficacy; presented here
\ y Y.P /

*Performed according to ENGOT Model C."TTo account for differences in drug administration schedules, one cycle is defined as 6 weeks.
AC, adenocarcinoma or adenosgquamous carcinoma; DOR, duration of response; ECOG PS, Eastem Cooperative Oncology Group performance status; IC, investigator's choice; IDMC, Independent

Data Monitoring Committee; IV, intravenously; ORR, objective response rate; OS, overall survival; PD, pharmacodynamics; PD-L1, programmed cell death ligand 1; PFS, progression-free survival;
PK, pharmacokinetics; Q3W, every 3 weeks; QoL, quality of life; SCC, squamous cell carcinoma.

1. Vergote | et al. Int J Gynecol Cancer. 2019;0:1-4.



A Overall Survival, All Patients

1.0
0.9+
= 0.8
2 0.74 No.of  Median Overall
5 Patients  Survival (95% Cl)
v 0.6
Y mo
. 0.5- -
FnlE Cemiplimab 304 12.0 (10.3-13.5)
% 0.4 Chemotherapy 304 8.5 (7.5-9.6)
-§ 0.3 Cemiplimab Hazard ratio for death, 0.69
& 0.2- (95% Cl, 0.56—0.84)
0.1 T 1 Chemoth Two-sided P<0.001
' Median duration of follow-up, 18.2 mo (range, 6.0-38.2) T Lhemotherapy
0.0 I I I I I I I I I I I I I I I I I 1
0O 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month
No. at Risk
Cemiplimab 304 281 236 206 167 139 110 8 65 52 35 26 13 10 9 4 2 2 O
Chemotherapy 304 264 224 183 132 99 70 54 32 22 15 12 9 5 3 2 1 0 O

KS Tewari et al, NEJM 2022



DISCUSSION (1)

What is the approval status of ICIs for
cervical cancer in your country?

CJGo6

3. r/m chemo-naive (1st line) ; Pembrolizumab with TC/TPE£BEV

4. r/m chemo-resistant (2" line or later) ; Cemiplimab-mono



DISCUSSION (1)

What is the approval status of ICIs for
cervical cancer in your country?

KCOGC
[ | [ |
(cpSs=1)

3. r/m chemo-naive (1st line) ; Pembrolizumab with TC/TPE£BEV



DISCUSSION (1)

What is the approval status of ICIs for
cervical cancer in your country?

(CPSz1)

3. r/m chemo-naive (1st line) ; Pembrolizumab with TC/TPE£BEV

4. r/m chemo-resistant (2" line or later) ; Pembrolizumab mono



DISCUSSION (1)

What is the approval status of ICIs for
cervical cancer in your country?




DISCUSSION (2)

Is it nhecessary to check

B PD-L1 status

B CPS ; Combined positive score

when using ICIs for cervical cancer in your country?

Fig. 6. CPS: Example calculation method

tumor area with staining
All tumor e In the stained area, 50 of 100
4 TN tumor cells are PD-L1 positive, and
90% unstained /. Gs B 8o N\ there are 34 PD-L1-positive mono-
/ g?frg, cpased | nuclear inflammatory cells (MIC).
/ “‘&w;\\ . ‘o:.‘: v. %%
&3 <~ %% -’ﬁ ‘8;) /} Combined positive score:
A/ \ Barlad
~—f ) ot / 84 positive cells
10% N el 100t Tl
/o . 3 umor cells
Stained & positive tumor cell
< Negative tumor cell
« Positive mononuclear inflammatory cell 10% of 80=8

* Negative mononuclear inflammatory cell ~ Specimen is PD-L1 positive.



DISCUSSION (2)

Is it necessary to check

B PD-L1 status
B CPS; Combined positive score
when using ICIs for cervical cancer in your country?

CJ606

We can use ICIs
(pembro for 1st line, Cemipli for 2" |ine)
regardless of CPS.
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Is it necessary to check

B PD-L1 status

B CPS; Combined positive score

when using ICIs for cervical cancer in your country?

Korean Gynecologic ( ( )y Groug
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PFS 0S

D Subgroup Analysis in Intention-to-Treat Population D Subgroup Analysis in Intention-to-Treat Population
No. of Events/ Hazard Ratio for Disease Progression No. of Events/
Subgroup No. of Patients or Death (95% Cl) Subgroup No. of Patients Hazard Ratio for Death (95% Cl)
Overall 406/617 - 0.65 (0.53-0.79) Overall 312/617 - 0.67 (0.54-0.84)
Age Age
<65 yr 345/517 —— 0.63 (0.50-0.78) <65 yr 265/517 —— 0.64 (0.50-0.82)
265 yr 61/100 —a 0.77 (0.42-1.42) 65 yr 47/100 — = 0.88 (0.47-1.64)
Race Race
White 239/360 —a— 0.70 (0.53-0.91) White 189/360 —a— 0.68 (0.50-0.91)
Non-White 139/221 —ulia— 0.64 (0.45-0.90) Non-White 107/221 —— 0.70 (0.47-1.04)
ECOG performance-status score ECOG performance-status score
0 197/348 —a—

0.65 (0.48—0.87) 0 141/348 — 0.68 (0.49-0.96)
69/26 —— 0.68 (0.50—-0.94

PD-L1 combined positive score PD-L1 combined positive score

<1 51/69 0.94 (0.52-1.70) <1 40/69 1.00 (0.53-1.89)
1to <10 152/231 0.68 (0.49-0.94) 1to <10 118/231 0.67 (0.46-0.97)
=10 203/317 0.58 (0.44-0.77) =10 154/317 0.61 (0.44-0.84)
Concomitant bevacizumab oncomitant bevacizumab
Yes 234/389 —— 0.61 (0.47-0.79) Yes 166/389 —a— 0.63 (0.47-0.87)
No 172/228 —— 0.74 (0.54-1.01) No 146/228 —a— 0.74 (0.53-1.04)
Metastatic disease at diagnosis Metastatic disease at diagnosis
Yes 137/190 — = 0.92 (0.64-1.30) Yes 104/190 — = 0.84 (0.56-1.26)
No 269/427 —a— 0.58 (0.45-0.75) No 208/427 —a— 0.61 (0.46-0.80)
O.I25 0!5 1.0 2!0 4!0 O.I25 0!5 1.0 2!0 4!0
Pembrolizumab Placebo Pembrolizumab Placebo
Better Better Better Better

N.Colombo et al, NEJM 2021



No. at Risk

Cemiplimab, PD-L1 =1%
Cemiplimab, PD-L1 <1%
Chemotherapy, PD-L1 =1%
Chemotherapy, PD-L1 <1%

Probability of Survival

KS Tewari et al, NEJM 2022

1.0+
0.9
0.8
a7
0.7 Thy
0.6
0.5
0.4+ Cemiplimab, PD-L1 =1%
0.3 Cemiplimab, PD-L1 <1%
0.2 L_Il—"|74¢—;l _ e Chemo’?herapy, PD-L1 =1%
01- = |
Chemotherapy, PD-L1 <1%
0.0 T T T T T T T T T T T T T T I T T |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month
82 78 65 55 45 39 30 22 16 15 10 9 4 3 3 0 0 0 0
44 41 30 25 18 13 11 9 6 4 3 3 1 0 0 0 0 0 0
80 69 58 50 36 28 20 16 10 8 5 5 4 2 1 1 1 0 0
48 40 30 26 19 15 12 10 6 4 4 2 1 1 1 1 0 0 0

Figure 3. Overall Survival According to PD-L1 Expression Status in the Overall Trial Population.

Kaplan—Meier estimates of overall survival according to PD-L1 expression status are shown. Patients with PD-L1 expression (measured
as the tumor cell expression score [the percentage of tumor cells expressing PD-L1]) of 1% or greater generally had enhancement of the
overall survival benefit. Patients with PD-L1 expression of less than 1% generally had an overall survival benefit as good as or slightly

better than that of patients who received chemotherapy. Tick marks indicate censored data.



DISCUSSION (3)

What is the current status of clinical trials on
chemotherapy being conducted in your country?
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rean Gynecologic Oncology Groug

What is the current status of clinical trials on chemotherapy
being conducted in your country?

(KGOG1043) ENGOT_Cx12_GOG3037:

ENGOT_Cx12_GOG3037: A Randomized, Open-Label, A Randomized, Open-Label, Phase 3 Trial
Ph 3 Trial of Tisot b Vedoti | tiaator’ of Tisotumab Vedotin vs Investigator’s
ase ¢ tnatot Tisoiimab Vedotin vs Investigators. .. Choice Chemotherapy in Second- or Third-

Line Recurrent or Metastatic Cervical
Cancer
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What is the current status of clinical trials on chemotherapy
being conducted in your country?

A Randomized trial of adjuvant
chemotherapy versus chemoradiotherapy
for stage IB-lIB cervical cancer after
radical hysterectomy

Adjuvant Chemotherapy Versus Radiotherapy For
ostoperative Cervical Cancer ; a phase 3 ftrial

(AFTER trial)

CJG6o6

Japanese Gynecologic Oncology Group
Cervical cancer committee

JGOG1082
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What is the current status of clinical trials on chemotherapy
being conducted in your country?

Taiwanese
Gynecologic
Oncology
Group




DISCUSSION (4)

What about adding ICIs on chemoradiotherapy
for locally advanced cervical cancer?






